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IMPORTANCE Moving tomultigene testing for all womenwith breast cancer (BC) could
identify manymoremutation carriers who can benefit from precision prevention. However,
the cost-effectiveness of this approach remains unaddressed.
OBJECTIVE To estimate incremental lifetime effects, costs, and cost-effectiveness of
multigene testing of all patients with BC compared with the current practice of genetic
testing (BRCA) based on family history (FH) or clinical criteria.
DESIGN, SETTING, AND PARTICIPANTS This cost-effectivenessmicrosimulationmodeling study
compared lifetime costs and effects of high-risk BRCA1/BRCA2/PALB2 (multigene) testing of
all unselected patients with BC (strategy A) with BRCA1/BRCA2 testing based on FH or clinical
criteria (strategy B) in United Kingdom (UK) and US populations. Data were obtained from
11 836 patients in population-based BC cohorts (regardless of FH) recruited to 4 large
research studies. Data were collected and analyzed from January 1, 2018, through June 8,
2019. The time horizon is lifetime. Payer and societal perspectives are presented.
Probabilistic and 1-way sensitivity analyses evaluate model uncertainty.
INTERVENTIONS In strategy A, all womenwith BC underwent BRCA1/BRCA2/PALB2 testing.
In strategy B, only womenwith BC fulfilling FH or clinical criteria underwent BRCA testing.
Affected BRCA/PALB2 carriers could undertake contralateral preventive mastectomy; BRCA
carriers could choose risk-reducing salpingo-oophorectomy (RRSO). Relatives of mutation
carriers underwent cascade testing. Unaffected relative carriers could undergomagnetic
resonance imaging or mammography screening, chemoprevention, or risk-reducing
mastectomy for BC risk and RRSO for ovarian cancer (OC) risk.
MAIN OUTCOMES ANDMEASURES Incremental cost-effectiveness ratio (ICER) was calculated
as incremental cost per quality-adjusted life-year (QALY) gained and compared with standard
£30000/QALY and $100000/QALY UK and US thresholds, respectively. Incidence of OC,
BC, excess deaths due to heart disease, and the overall population effects were estimated.
RESULTS BRCA1/BRCA2/PALB2multigene testing for all patients detected with BC annually
would cost £10 464/QALY (payer perspective) or £7216/QALY (societal perspective) in the
United Kingdom or $65 661/QALY (payer perspective) or $61 618/QALY (societal perspective)
in the United States compared with current BRCA testing based on clinical criteria or FH. This
is well below UK and US cost-effectiveness thresholds. In probabilistic sensitivity analysis,
unselectedmultigene testing remained cost-effective for 98% to 99% of UK and 64% to
68% of US health system simulations. One year’s unselectedmultigene testing could prevent
2101 cases of BC and OC and 633 deaths in the United Kingdom and 9733 cases of BC and OC
and 2406 deaths in the United States. Correspondingly, 8 excess deaths due to heart disease
occurred in the United Kingdom and 35 in the United States annually.
CONCLUSIONS AND RELEVANCE This study found unselected, high-risk multigene testing for
all patients with BC to be extremely cost-effective compared with testing based on FH or
clinical criteria for UK and US health systems. These findings support changing current policy
to expand genetic testing to all womenwith BC.
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C urrent national and international guidelines recom-mendgenetic testing inwomenwithbreast cancer (BC)whofulfill recognizedorestablished familyhistory (FH)
orclinicalcriteria.Thesecriteriaaresurrogates forBRCA (BRCA1
[OMIM 113705] andBRCA2 [OMIM600185]) probability, with
genetic testing usually offered at approximately a 10% prob-
ability threshold of being a BRCA carrier.1,2 Being a BRCA
(mutation) carrier refers to carrying an inheritable genetic
pathogenic variant that predisposes todevelopment ofBRCA-
associated cancers. However, patients with BC and genetic
pathogenicvariantsdonotalwayshaveapositiveFH,andthese
criteriamiss a largeproportion (approximately 50%)ofpatho-
genic variant carriers.3-5 A genetic testing strategy based on
clinical criteria or FH depends on the patient and their physi-
cian’s awareness and understanding of the importance of
FH, FH accuracy, communication within or between fami-
lies, and timely referrals to clinical geneticsdepartments. Lim-
ited awareness by health care professionals and the public,
complexity of the current structure, restricted genetic coun-
seling services, andcurrent testingpathwayshave fostered re-
stricted access and massive underuse of genetic testing
services.6-8 Only 20% to 30% of eligible patients are referred
and access testing, and97%of estimated carriers in thepopu-
lation remain unidentified,7 missing substantial opportuni-
ties for precision prevention.6 Testing all patients with BC at
diagnosis can increase testing access and uptake and identify
manymore pathogenic variant carriers for screening andpre-
vention. We herein evaluate the cost-effectiveness of this al-
ternative approach of providing genetic testing to all patients
with BC regardless of FH.
Knowing a patient’s genetic pathogenic variant status is
important for themanagement andprognosis ofBC.Afteruni-
lateral BC, pathogenic variant carriers can choose contralat-
eral prophylacticmastectomy (CPM) to reduce their risk of de-
veloping contralateral BC and opt for surgical prevention of
ovarian cancer (OC). Cancer-affected carriersmaybecomeeli-
gible for novel drugs (eg, poly [adenosine diphosphate ri-
bose]polymerase [PARP] inhibitors) andotherprecisionmedi-
cine–based therapeutics through clinical trials.9 A major
advantage of genetic testing is enabling testing among rela-
tives of BC pathogenic variant carriers in order to identify un-
affected relatives carrying pathogenic variants for early diag-
nosis andcancerprevention.BRCA1/BRCA2carriershavea 17%
to 44% risk of developing OC and 69% to 72% risk of BC to 80
years of age.10PALB2 (OMIM610355) is a recently established
high-penetrance BC gene associated with a 44% BC risk.11 A
number of risk management options are available for unaf-
fected relatives with pathogenic variants. To reduce OC risk,
BRCA1/BRCA2 pathogenic variant carriers can undergo
risk-reducing salpingo-oophorectomy (RRSO).12,13 To reduce
BC risk, BRCA1/BRCA2/PALB2 pathogenic variant carriers
can be offered enhanced magnetic resonance imaging and
mammography screening,14,15 risk-reducing mastectomy
(RRM),16 or chemoprevention with selective estrogen recep-
tor modulators.17
Current restricting of testing to FH- or clinical criteria–
based selectionmisses important opportunities topreventBC
and OC in unaffected individuals. In this study, we obtained
data from 4 large BC clinical trials and/or research cohorts in
the United States, United Kingdom, and Australia. We used
modeling toestimatedownstreamhealtheffects andcosts and
explore the cost-effectiveness of multigene BRCA1/BRCA2/
PALB2 testing for all cases with BC compared with current
BRCA testing based on clinical criteria or FH alone. We re-
strict this analysis to BRCA1/BRCA2/PALB2, keeping in mind
the principles of theACCE framework (analytic validity, clini-
cal validity, clinical utility and associated ethical/legal/social
implications)18 advocated for clinical applicability of genetic
testing.18,19
Methods
This analysis received full ethics approval from the Institute
of Child Health/Great Ormond Street Hospital Research
Ethics Committee as well as the London School of Hygiene
and Tropical Medicine Ethics Committee, waiving informed
consent for the use of anonymized data. A patient and
public involvement statement is found in eMethods 4 in the
Supplement.
Data were collected and analyzed from January 1, 2018,
through June 8, 2019. We obtained data on FH by age from
11 836 women diagnosed with invasive BC, including (1) 1389
unselectedpatientswithBColder than45yearswhowere iden-
tified among 57902 women in the Predicting Risk of Breast
Cancer Screening study, a large-scale studywithin theGreater
Manchester UK National Health Service Breast Screening
Programme20; (2) 2885patientswithBCyounger than40years
from 127 UK hospitals in the Prospective Outcomes in Spo-
radic vs Hereditary Breast Cancer study21; (3) 5892 unse-
lected patients with BC older than 40 years among 132 139
womenenrolled in theKaiser PermanenteWashingtonBreast
CancerSurveillanceConsortiumregistrywhounderwentmam-
mography screening from 1996 to 201422; and (4) 1670 pa-
tientswithBCyounger andolder than40yearswhowere ran-
domlyselected fromtheunselectedpopulation–basedBCcases
Key Points
Question Is unselected genetic testing of all womenwith breast
cancer cost-effective compared with testing based on clinical
criteria or family history?
Findings In this cost-effectiveness microsimulationmodeling
study incorporating data from 11 836women, unselected
BRCA1/BRCA2/PALB2 testing at breast cancer diagnosis was
extremely cost-effective compared with BRCA1/BRCA2 testing
based on clinical criteria or family history for UK and US health
systems, with incremental cost-effectiveness ratios of £10 464
or £7216 and $65 661 or $61 618 per quality-adjusted life-year,
respectively. One year’s unselected panel genetic testing could
prevent 2101 cases of breast or ovarian cancer and 633 deaths in
the United Kingdom and 9733 cases and 2406 deaths in the
United States.
Meaning These findings support changing current policy to
expand genetic testing to all womenwith breast cancer.
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from the Australian Breast Cancer Family Study.23 The pro-
portionof cases fulfillingFHorclinical criteria for testingbased
on at least a 10% BRCA1/BRCA2 probability thresholdwas es-
timated using standard risk models (eg, BOADICEA [UK and
Australian data] and BRCAPRO [US data]).24,25 We thus ob-
tained the proportion fulfilling FH or clinical criteria (herein-
after referred to as FHpositive) forBRCA testing by age group
among unselected BC cases in each setting (eTable 1 in the
Supplement). The women in these cohorts are predomi-
nantlywhite and representative of aWestern population eth-
nicity (details in eTable 1 in the Supplement). We obtained
population-based BC incidence data by age from Cancer Re-
search UK 201526 for the UK analysis and fromUS Cancer Sta-
tistics 201527 for the US analysis. Thenwe estimated the total
number of FH-positive BC cases based on the number of new
invasive BC cases by age group in the UK andUS populations.
Model and Genetic Testing Strategy
We developed an individual-level microsimulation model
(illustrated and described in Figure 1 and Figure 2) (TreeAge
Pro 2018; TreeAge Software) to analyze costs and effects of
BRCA1/BRCA2/PALB2 testing for all patients with BC (strat-
egy A) compared with the current practice of BRCA testing
using clinical- or FH-based criteria (≥10% pathogenic variant
risk) (strategyB).Microsimulationpermits individual hetero-
geneity in gene types and ages and can track individual pa-
tient history if the memory of events (eg, risk-reducing op-
tions) affects future cycles. Themodel assumes all patients in
the unselected testing arm (strategy A) and only those fulfill-
ing clinical orFHcriteria in strategyBareofferedgenetic coun-
seling and testing.Weassumeall eligible patients undergo ge-
netic testing inourbase-case analysis. If patientshadaBRCA1/
BRCA2/PALB2 pathogenic variant, their first-degree relatives
undergo testing for the familial pathogenic variant. If the
first-degree relative had a BRCA1/BRCA2/PALB2 pathogenic
variant, second-degree relativesundergo testing.We incorpo-
rate a 6.4% variant of uncertain significance (VUS) rate
(BRCA1, 1.23%;BRCA2, 3.29%; andPALB2, 1.86%)28 and8.7%
pathogenic or likelypathogenic reclassification rate forVUS.29
Figure 1 provides a schema of the model with respect to
patientswithBC. In theunselectedtestingarm,allpatientswith
BC are offered genetic testing and are classified as pathogenic
Figure 1. Model Structure
Testing option
Unselected testing
Patients
VUS
Pathogenic
variant carriers Noncarriers
Reclassification
Yes No
Relatives Patients Relatives
Positive FH Negative FH
Testing based on
clinical criteria or FH
Dead
Germline
ipsilateral BC
BC and OC
Germline
contralateral BC
PALB2
undetected
BRCA
undetected
BRCA1/PALB2
negativea
PALB2
positive
BRCA1/2
positive
CPM
RRSO
No CPM
RRSO
CPM
No RRSO
Sporadic BC
No CPM
No RRSO
Schematic diagram shows the
microsimulationmodel structure for
unselected and clinical criteria–or
family history (FH)–based panel
genetic testing for patients with
breast cancer (BC). CPM indicates
contralateral prophylactic
mastectomy; OC, ovarian cancer;
RRSO, risk-reducing
salpingo-oophorectomy; and
VUS, variant of uncertain significance.
a Includes individuals testing negative
for BRCA1/BRCA2/PALB2mutations
and VUS not reclassified as
pathologic variants.
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variant carriers, VUS carriers, or noncarriers. A proportion
(8.7%) of patients with VUS results will subsequently get re-
classified as pathogenic variant carriers. Identified BRCA1/
BRCA2pathogenic variant carriers are offered options of CPM
and RRSO, and identified PALB2 pathogenic variant carriers
are offeredCPM.Dependingon theprobability of patients un-
dertaking a CPM and/or RRSO, theymay progress to germline
contralateral BCor bothBCandOC.They alsohave aprobabil-
ity of dying due to germline BC. Patients who do not progress
ordiewould stay in the stateof germline ipsilateral BCandun-
dertake the next cycle. Patients with negative findings for
BRCA1/BRCA2/PALB2have sporadicBC.Age-dependentprob-
abilities allowthemtodevelop sporadicOCandprogress to the
health state of BC and OC. They also have a probability of dy-
ingdue to sporadicBC.Womenwhodonot progress toBCand
OC or die would stay in the health state of sporadic BC to un-
dertake the next cycle.
In the clinical criteria/FH testing arm, patients with posi-
tiveFH (fulfilling clinical criteria) undergo genetic testing and
are classified as pathogenic variant carriers, VUS carriers, or
noncarriers.AproportionofpatientswithVUSresultswill sub-
sequently be reclassified as pathogenic variant carriers. Pa-
tientswithnegativeFHdonotundertakegenetic testing.They
can be undetected BRCA1/BRCA2 pathogenic variant carri-
ers, undetected PALB2 pathogenic variant carriers, or nega-
tive forBRCA1/BRCA2/PALB2.OptionsofCPMand/orRRSOand
diseaseprogression for identifiedBRCA1/BRCA2/PALB2patho-
genic variant carriers anddiseaseprogression forpatientswho
are BCnegative forBRCA1/BRCA2/PALB2 is the same as those
in the unselected testing arm described above. Undetected
BRCA1/BRCA2pathogenic variant carriers arenotofferedCPM
orRRSO,andundetectedPALB2pathogenicvariant carriersare
not offered CPM. Depending on the baseline risk (no risk-
reducing options), they progress to germline contralateral BC
or both BC and OC. They also have a probability of dying due
to germline BC. Patients who do not progress or die would
stay in the state of germline ipsilateral BC and undertake the
next cycle.
Figure 2 provides a schema of the model with respect to
unaffected relatives identified through cascade testing. Pro-
gression through themodel depends on theprobabilities pro-
vided in eTable 2 in the Supplement. In the unselected test-
ing arm, relatives of pathogenic variant carriers with BC are
offeredBRCA1/BRCA2/PALB2 genetic testing and classified as
pathogenic variant carriers or noncarriers. Relatives of pa-
tients with BC and VUS (8.7%) who are reclassified as patho-
genicvariantcarriersarealsoofferedpredictiveBRCA1/BRCA2/
PALB2 testing. Relatives identified with BRCA1/BRCA2
Figure 2. Model Structure
Testing option
Unselected testing
Patients
VUSPathogenicvariant carriers Noncarriers
Dead
Germline OCGermline BC
BC and OC
No cancerc Sporadic OC
Only BRCA1/2
testing offered
Reclassification
Relatives Patients Relatives
Positive FH Negative FH
Testing based on
clinical criteria or FH
PALB2
undetected
BRCA
undetected
BRCA/PALB2
negativea
PALB2
positiveb
BRCA1/2
positive
RRM
RRSO
No RRM
RRSO
RRM
No RRSO
Sporadic BC
No RRM
No RRSO
yes no
BRCA/PALB2 BRCA
Schematic diagram shows the
microsimulationmodel structure for
unselected and clinical criteria–or
family history (FH)–based panel
genetic testing for relatives of
patients with breast cancer (BC).
CPM indicates contralateral
prophylactic mastectomy;
OC, ovarian cancer;
RRM, risk-reducingmastectomy;
RRSO, risk-reducing
salpingo-oophorectomy; and
VUS, variant of uncertain significance.
a Includes individuals testing negative
for BRCA1/BRCA2/PALB2mutations
and VUS not reclassified as
pathologic variants.
b In themodel structure for relatives,
PALB2-positive individuals are
identified only through the
unselected testing arm. Relatives in
the clinical criteria/FH testing arm
only undergo BRCA1/BRCA2 testing.
c Unaffected relatives can progress
from no cancer to germline BC
(BRCA1/BRCA2/PALB2), germline OC
(BRCA1/BRCA2), sporadic BC, or
sporadic OC (or remain in that
health state).
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pathogenicvariants areofferedoptionsofRRMandRRSO, and
those identified with PALB2 pathogenic variants are offered
RRM. Unaffected relatives can also opt for chemoprevention
forBC.Dependingon theprobabilityofpathogenicvariant car-
riers undertaking an RRM and/or RRSO (with or without che-
moprevention), theyprogress to germlineBC (BRCA1/BRCA2/
PALB2) or germline OC (BRCA1/BRCA2) or stay in the health
state of no cancer. They have a probability of background all-
causemortality.Womenwho are negative for BRCA1/BRCA2/
PALB2 progress to sporadic BC or sporadic OC or stay in the
health state of no cancer. They have a probability of back-
ground all-cause mortality.
In the clinical criteria/FH testing arm, relatives of identi-
fied patients with BRCA1/BRCA2 mutation undergo predic-
tive BRCA1/BRCA2 genetic testing. They are classified as
pathogenic variant carriers or noncarriers. Relatives of
patients with BC and VUS who are reclassified as pathogenic
variant carriers also undergo predictive BRCA1/BRCA2 test-
ing. PALB2 pathogenic variant carriers cannot be detected
when only FH-based BRCA1/BRCA2 genetic testing is
offered. Relatives of patients with negative FH may be unde-
tected BRCA1/BRCA2 pathogenic variant carriers, unde-
tected PALB2 pathogenic variant carriers, or negative for
BRCA1/BRCA2/PALB2. The options of RRM and RRSO for
identified carriers are the same as in the unselected testing
arm. For identified BRCA1/BRCA2/PALB2 pathogenic variant
carriers and noncarriers (BRCA1/BRCA2/PALB2 negative),
the disease progression is the same as in relatives in the
unselected testing arm. Undetected BRCA1/BRCA2 patho-
genic variant carriers are not offered RRM or RRSO, and
undetected PALB2 pathogenic variant carriers are not
offered RRM. Depending on the baseline risk, they progress
to germline BC or germline OC or stay in a no cancer health
state. They also have a probability of background all-cause
mortality.
As shown in themodel, unaffectedBRCA1/BRCA2/PALB2
pathogenic variant carriers can choose RRM and/or chemo-
prevention to reduce BC risk and RRSO (BRCA1/BRCA2 only)
to reduce OC risk in addition to undertaking enhanced BC
screening. Patients with BC found to have pathogenic vari-
ants can opt for CPM. Although initial studies suggested that
premenopausalRRSO is associatedwith reducedBCrisk,13,30,31
more recent data contradict this observation, especially in
BRCA1,32 raising uncertainty around this issue. We explored
no reduction in BC risk in our scenario analysis. We incorpo-
rated the excess risk andmortality due to coronary heart dis-
ease (CHD) after premenopausal oophorectomy (after RRSO)
for premenopausalwomenwhodonot takehormone replace-
ment therapy (HRT) (absolutemortality increase, 3.03%).33,34
In our model, a hypothetical cohort of patients with BC and
their cancer-free relatives can transition to different health
states, including no cancer, germline ipsilateral BC, germline
contralateral BC, sporadic BC, germline OC, sporadic OC, and
both BC and OC. Cancer incidence was estimated by sum-
ming theprobabilities ofpathwaysending inOCorBC.Thepo-
tential population effect was calculated by estimating addi-
tional reduction in BC and OC incidence obtained through
testing the entire population of BC cases occurring annually
in UK and US women. In line with the National Institute of
Health and Clinical Excellence (NICE) economic evaluation
guidelines, costs and outcomes are discounted at 3.5%.35
Probabilities
Model probabilities for the different pathways are shown in
eTable 2 in the Supplement. The age-specific incidences of BC
andOCamong the general population are obtained fromCan-
cerResearchUK201526,36 andUSCancer statistics 2015.27 The
age-specific incidence of BC and OC for BRCA1/BRCA210 car-
riers and of BC for PALB2 carriers,11 along with the incidence
of contralateral BCafter first BCdiagnosis,10 areobtained from
the literature.
Number and Age Distribution of Relatives
We used the number of new BC cases by age groups in the
United Kingdom and United States to calibrate the age distri-
butionofpatients in themodel.26,27 Themeannumberof first-
or second-degree relativesandtheir ages relative to indexcases
are derived from data from the Office for National Statistics
(in the United Kingdom)37 and the National Center for Health
Statistics (in the United States)38 (details in eTable 3 in the
Supplement). We used life tables based on age and sex to es-
timate the probability of being alive for relatives at different
ages and to calculate the number and age distribution of rela-
tives who need to undergo testing.
Costs
All costs are reported at 2016 prices. The analysis was con-
ducted from payer and societal perspectives. Costs included
genetic testing, pretest and posttest genetic counseling,39,40
BC, OC, excess CHD, and productivity loss. In line with NICE
recommendations, futurehealthcarecostsnotassociatedwith
BC,OC,orCHDwerenot considered.35Asummaryof costs and
detailed explanation are given in eTable 4 in the Supplement
(medical costs) andeMethods 1 in the Supplement (costs from
productivity loss).
Life-Years
Our analysis incorporates lifetime risks and long-term conse-
quences to provide a lifetime horizon. Female life tables
from the Office of National Statistics (UK women)41 and the
National Center for Health Statistics (US women)42 were
used to estimate life expectancy by 80 years for women who
did not develop OC or BC. We assumed the median age
for undergoing RRM and RRSO in unaffected pathogenic
variant carriers was 37 and 40 years, respectively.43 We also
explored older age at RRM (42 years) and RRSO (46 years)
reported in a scenario analysis.44 Survival after BC and OC
(from diagnosis to death) was modeled using 10-year sur-
vival data. Details of survival estimates used are given in
eMethods 2 in the Supplement.
Quality-Adjusted Life-Years
Aquality-adjusted life-year (QALY) is ameasurementofhealth
outcomes ineconomicevaluations recommendedbyNICE.An
explanation of QALY and utility scores in the model is given
in eMethods 3 in the Supplement.
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Statistical Analysis
In the microsimulation model, we used the number of
annual new BC cases (United Kingdom, 54 483; United
States, 242463) and corresponding female relatives (United
Kingdom, 215401; United States, 993 757) by age for running
simulations. Internal validation of the model was under-
taken through a process of descriptive, technical, and face
validity.45Wecalculated the incremental cost-effectiveness ra-
tio (ICER)bydividing thedifference in lifetimecostsby thedif-
ference in lifetime effects (QALYs) between the 2 strategies
as follows: (Cost of Strategy A − Cost of Strategy B)/(Effect of
StrategyA−Effect of StrategyB). By comparing the ICERwith
thewillingness-to-pay (WTP) thresholdof £30000/QALY (UK
analysis)46 and $100000/QALY (US analysis),47,48 we deter-
minedwhether genetically testing all patientswithBC is cost-
effective comparedwith testingbasedonclinical criteriaorFH
alone. We undertook a number of scenario analyses, includ-
ing (1) no reduction in BC risk due to RRSO; (2) nil HRT adher-
ence; (3) lower genetic testing uptake rate (70%) in patients
with BC and relatives; (4) 15% BRCA1/2 pathogenic variant
prevalence inpatientswithBC fulfilling clinical criteria or FH;
(5) double cost of genetic counseling (United Kingdom, £40;
United States, $80); (6) highermedian age for RRM (42 years)
and RRSO (46 years) in unaffected pathogenic variant carri-
ers; and (7) the maximum values of cost(s) of genetic testing
atwhich the ICERs reach theWTP thresholds tomaintain cost-
effectiveness of unselected multigene testing (strategy A).
We performed extensive 1-way and probabilistic sensitiv-
ity analyses to explore model parameter uncertainty. In the
1-way sensitivity analysis, eachvariable or parameterwasvar-
ied individually toassess theeffectonresults.Probabilitiesand
utility scoreswerevariedby their95%CIsor rangewhereavail-
able or by±10%, and costswere varied by±30%. In theproba-
bilistic sensitivity analysis, all of the input variableswere var-
iedsimultaneously (as recommendedbyNICE).49Assuggested
in the literature,50 costswere given a γdistribution; quality of
life, a log-normal distribution; and probability, a β distribu-
tion. For probabilistic sensitivity analysis, we obtained 1000
estimates of incremental costs and effects by sampling from
thedistributionsof eachvariable.A cost-effectiveness accept-
ability curve was then plotted to show the probability of ge-
netically testing all patients, with BC (strategy A) being cost-
effective at different WTP thresholds.
Results
Compared with the current practice of genetic testing based
on clinical criteria or FH, offering unselected multigene test-
ing for all patients diagnosed annually with BC (54483 in the
UnitedKingdomand 242463 in theUnited States) and subse-
quent predictive/cascade testing of relatives (strategy A) was
highly cost-effective. The ICER for the UK payer perspective
was £10464/QALY (credible interval, £8347/QALY to £28965/
QALY) and for the societal perspective, £7216/QALY (credible
interval, £6194/QALY to £23 575/QALY). The ICER for the US
payer perspective was $65 661 per QALY (credible interval,
$46613/QALY to $248 185/QALY) and for the societal perspec-
tive, $61618/QALY(credible interval, $42927/QALYto$221781/
QALY). The lifetime costs, QALYs, and population effects (re-
duced cancer incidence anddeaths) forUKandUSwomenare
shown in Table 1 and Table 2. Strategy A was associated with
an additional 419-day increase in life expectancy for UK and
298days forUSBRCA1/BRCA2/PALB2pathogenic variant car-
riers. Oneyear’s unselected genetic testing of all patientswith
BCcouldprevent anadditional 1142BCcases and959OCcases
in the United Kingdom and 5478 BC cases and 4255 OC cases
in theUnitedStates (Table2).This findingcorresponds toavert-
ing 633 deaths due to cancer in UK populations and 2406
deaths due to cancer in US populations during a lifetime ho-
rizon (Table 2). The corresponding excess deaths due to heart
disease were 8 in UK and 35 in US women annually.
The 1-way sensitivity analysis (eFigure 1A-D in the
Supplement) indicates that pathogenic variant prevalence,
costs, utility scores, and transition probabilities had little
individual influence on the cost-effectiveness of unselected
genetic testing (strategy A) from a payer or a societal perspec-
tive. Scatterplots for the UK and US analyses are given in
eFigure 2 in the Supplement and show that all simulations
and iterations lie in the northeast quadrant, indicating unse-
lected testing was always more effective. The ICERs are lower
than the UK and US WTP thresholds at the upper and lower
limits of these variables. Probabilistic sensitivity analysis
(Figure 3) shows that at the £30000/QALY or $100000/QALY
thresholds, 98% (UK payer perspective), 99% (UK societal
perspective), 64% (US payer perspective), or 68% (US societal
perspective) of simulations indicate that unselected genetic
testing is cost-effective compared with testing based on FH
or clinical criteria.
The number of pathogenic variant carriers among unaf-
fected female relatives identified through cascade testingwas
1.41 in the United Kingdom and 1.46 in the United States per
index pathogenic variant carrier with BC (details in eTable 4
in theSupplement). Scenario analyses arepresented inTable 1.
Unselected testingwas cost-effective frompayer and societal
perspectives, evenwith alternative scenarios of no reduction
in BC risk due to RRSO (ICER payer perspective, £10 532/
QALY or $66 136/QALY; ICER societal perspective, £7291/
QALY or $62 102/QALY); nil HRT adherence (ICER payer per-
spective, £11 303/QALY or $89 705/QALY; ICER societal
perspective, £7870/QALY or $85 337/QALY); and lower (70%)
genetic testing uptake rate in patients with BC and relatives
(ICERpayerperspective, £10991/QALYor $71006/QALY; ICER
societal perspective, £8046/QALY or $67 285/QALY). Al-
though theprobabilityofbeingaBRCA1/BRCA2carrier in those
fulfilling FHor clinical genetic testing criteriawas reported at
approximately 10%,51,52 we also explored a scenario of over-
all 15%BRCA1/BRCA2carrierprobability.Thisvariablehadonly
aminimal effect on ICERs from the payer (£10 585/QALY) and
societal (£7332/QALY)perspectivesamongUKwomenandfrom
the payer ($66694/QALY) and societal ($62646/QALY) per-
spectives among US women. The upper limit of genetic test-
ing costs at which unselected genetic testing for all patients
withBCwouldstill remaincost-effectiveat theestablishedWTP
thresholdswas approximately £1626 from the payer perspec-
tive and £1868 from the societal perspective for theUKhealth
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Table 2. Population Effect of Genetic Testing for PatientsWith BC
Estimated Effect
Testing in All Patients With BC Testing Based on FH Differences
Patients Relatives Patients Relatives Patients Relatives Total
UK germline cancer
No. of BC cases 364a 1965 684a 2787 320a 822 1142
No. of OC cases 447 1882 871 2417 424 535 959
No. of BC and OC deaths 451 988 748 1325 296 337 633
US germline cancer
No. of BC cases 1639a 8727 3230a 12 614 1591a 3887 5478
No. of OC cases 2087 8655 3916 11 081 1829 2426 4255
No. of BC and OC deaths 1555 4168 2621 5508 1066 1340 2406
Abbreviations: BC, breast cancer; FH, family history; OC, ovarian cancer.
a Indicates contralateral BC cases in patients with unilateral BC.
Table 1. Lifetime Discounted Costs and Effects perWoman and ICER After Genetic Testing for All PatientsWith BCa
Country
Testing All Patients With BC Testing Based on Family History ICER
Health Effects Costsb Health Effects Costsb Cost/LYGb Cost/QALYb
LYGs QALYs Payer Societal LYGs QALYs Payer Societal Payer Societal Payer Societal
Baseline
United
Kingdom
18.772 17.941 7213 11 147 18.755 17.922 7016 11 011 11 817 8149 10 464 7216
United
States
18.652 17.813 32 721 36 561 18.639 17.798 31 724 35 625 82 789 77 691 65 661 61 618
No Reduction in BC Risk Due to RRSOc
United
Kingdom
18.772 17.941 7214 11 148 18.755 17.922 7016 11 011 11 846 8201 10 532 7291
United
States
18.652 17.813 32 724 36 564 18.639 17.798 31 724 35 625 82 902 77 844 66 136 62 102
No HRT Adherenced
United
Kingdom
18.771 17.940 7218 11 152 18.755 17.922 7016 11 011 12 706 8846 11 303 7870
United
States
18.651 17.812 33 013 36 852 18.639 17.798 31 751 35 652 113 342 107 823 89 705 85 337
Lower Uptake Rate of Genetic Testing in Patients and Relativese
United
Kingdom
18.766 17.934 7132 11 096 18.755 17.922 7009 11 007 11 363 8319 10 991 8046
United
States
18.644 17.804 32 299 36 170 18.637 17.796 31 691 35 595 80 043 75 849 71 006 67 285
15% Probability of Being a BRCA Carrier in Patients With Positive FHf
United
Kingdom
18.771 17.941 7213 11 147 18.755 17.923 7022 11 015 11 973 8293 10 585 7332
United
States
18.653 17.814 32 723 36 563 18.641 17.800 31 759 35 657 84 453 79 326 66 694 62 646
Double Cost of Counselingg
United
Kingdom
18.772 17.941 7220 11 154 18.755 17.922 7016 11 011 12 189 8521 10 794 7546
United
States
18.652 17.813 32 734 36 574 18.639 17.798 31 725 35 625 83 798 78 701 66 462 62 419
Older Ages for RRM and RRSO in Unaffected Pathogenic Variant Carriersh
United
Kingdom
18.770 17.938 7216 11 165 18.755 17.922 7016 11 013 13 181 10 043 12 214 9306
United
States
18.650 17.811 32 722 36 578 18.639 17.798 31 720 35 622 92 304 88 063 77 715 74 144
Abbreviations: BC, breast cancer; FH, family history; HRT, hormone
replacement therapy; ICER, incremental cost-effectiveness ratio; LYG, life-years
gained; QALY, quality-adjusted life-year; RRM, risk-reducingmastectomy;
RRSO, risk-reducing salpingo-oophorectomy.
a Costs and outcomes are discounted at 3.5%. Data are given at baseline (for the
base case) and for separate scenarios.
b Costs are given in dollars for the United States and pounds sterling for the
United Kingdom.
c Probability P 15 = 1 (eTable 2 in the Supplement).
d Probability P 21 = 0 (eTable 2 in the Supplement).
e Indicates a genetic testing uptake rate of 70%.
f Probability P 4 = 0.15 (eTable 2 in the Supplement).
g Indicates £40 in the United Kingdom and $80 in the United States.
h Indicates ages 42 and 46 years for RRM and RRSO, respectively.
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systemand$2432 from thepayer perspective and $2679 from
the societal perspective for the US health system.
Lower RRSO and RRM rates are reported in some
populations.53 The minimum RRSO uptake rate to maintain
cost-effectiveness was 29% from the payer perspective or
28% from the societal perspective for the United States
(ICER, $100000/QALY), butunselectedBCgenetic testingwas
cost-effective in theUnitedKingdomeven if theRRSOratewas
nil (ICERfromthepayerperspective, £26392/QALY; ICERfrom
thesocietalperspective, £23802/QALY).Thestrategywascost-
effective even if RRM rates in unaffected relatives approached
0 (UK ICER from the payer perspective, £9969/QALY;UK ICER
from the societal perspective, £7041/QALY; US ICER from the
payerperspective, $67235/QALY;USICERfromthesocietalper-
spective, $63643/QALY). However, if RRMuptakewas 0, then
the minimum RRSO uptake rate to maintain cost-effective-
ness at the WTP thresholds (United States, $100000/QALY;
UnitedKingdom, £30000/QALY)was 33% (payerperspective)
or 32% (societal perspective) in the US health system and
5% (payer perspective) or 4% (societal perspective) in the UK
health system.
Discussion
Our analysis addresses a topical and important issue of unse-
lectedmultigene testing for all patients with BC.We show for
the first time, toourknowledge, thatmultigenetesting forhigh-
penetrance BC pathogenic variants of well-established clini-
cal utility is more cost-effective and outperforms standard
Figure 3. Cost-effectiveness Acceptability Curves (Probabilistic Sensitivity Analyses)
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Probabilistic sensitivity analysis in which all model parameters/variables are
varied simultaneously across their distributions to further explore model
uncertainty. The results of 1000 simulations were plotted on a
cost-effectiveness acceptability curve showing the proportion of simulations
that indicated that the intervention was cost-effective at different
willingness-to-pay (WTP) thresholds. A and B, The dotted line marks the
proportion of simulations found to be cost-effective at theWTP threshold of
£30000 per quality-adjusted life-year (QALY) in the UK analysis. At the
£30000/QALYWTP threshold from the payer perspective, 2% simulations are
cost-effective for testing based on clinical criteria or family history (FH) and
98% simulations are cost-effective for unselected genetic testing; from the
societal perspective, 1% simulations are cost-effective for testing based on
clinical criteria or FH and 99% simulations are cost-effective for unselected
genetic testing. C and D, The dotted line marks the proportion of simulations
found to be cost-effective at theWTP threshold of $100000/QALY in the US
analysis. At the $100000/QALYWTP threshold from the payer perspective,
36% simulations are cost-effective for testing based on clinical criteria or FH
and 64% simulations are cost-effective for unselected genetic testing; from the
societal perspective, 32% simulations are cost-effective for testing based on
clinical criteria or FH and 68% simulations are cost-effective for unselected
genetic testing.
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BRCA testingdrivenbyclinical criteria orFHalone.Moving to-
ward such a program could lead to 1142 fewer BC cases, 959
fewer OC cases, and 663 fewer deaths due to BC or OC in UK
women and 5478 fewer BC cases, 4255 fewer OC cases, and
2406 fewerdeathsdue toBCorOC inUSwomenannually.Our
study provides QALY-based health outcomes that justify the
cost differences between the 2 strategies that are needed for
healthcareprofessionals,providers,andpolicymakers toguide
or direct resource allocation. The ICERs (£10464/QALY and
£7216/QALY in the United Kingdom and $65 661/QALY and
$61 618/QALY in the United States) lie well below the estab-
lished cost-effectiveness thresholds for the UK (£20000/
QALY to £30000/QALY) and the US ($100000/QALY) health
systems. Continuing with the current FH- or clinical criteria–
basedpolicyreflects importantopportunitiesmissedforBCand
OC prevention.
ComparisonWith Other Studies
Although earlier studies have reported cost-effectiveness of
BRCA testing at the 10% pretest probability threshold,54 we
report cost-effectiveness of unselected BRCA/PALB2 testing
irrespective of a priori mutation probability. Our findings are
in line with a recent, small Norwegian study (535 patients)
showing cost-effectiveness of BRCA testing for all patients
with BC.5 Our study is broader in scope and draws on amuch
larger sample size of population-based UK, US, and Austra-
lian patients with BC. Testing at cancer diagnosis has now
moved toward multigene testing. PALB2 is associated with
nonsyndromic, quasi-mendelian BC susceptibility (BC
risk, 44%), and magnetic resonance imaging screening
and RRM are now offered for pathogenic variants. Other
high-risk genes are identifiable as pleiotropic syndromic
(STK11, PTEN, or p53) or associated with only a small subset
(lobular), and all are very rare.19 In addition, reliable risk
estimates corrected for ascertainment bias are lacking.19
Although ATM and CHEK2 are included in some commercial
panels, clinical testing for these genes is not routine in most
centers. Risks conferred by these pathogenic variants are
lower (relative risk, approximately 1.5-2.0), and although
National Comprehensive Cancer Network guidelines support
breast screening, RRM is not routinely offered, FH needs
incorporation into risk assessment and management, and
many health care professionals believe that they fall below
the clinical intervention threshold.19 Hence, we incorporated
PALB2 along with BRCA but excluded other genes.
Implications
The current health care model of testing based on clinical
criteria or FH has numerous limitations. It misses a large
proportion of pathogenic variant carriers who fall below the
current clinical threshold.3,5 The current system is plagued
by massive underuse of genetic testing and missed opportu-
nities for BC and OC screening and prevention.6,7 Moving
toward unselected BC testing may give an impetus for pre-
vention in unaffected family members along with clinical
implications for the patient with BC. Pathogenic variant car-
riers with newly diagnosed BC can opt for bilateral mastec-
tomy rather than breast conservation at initial BC surgery.
Bilateral mastectomy reduces contralateral BC risk, may pro-
vide better options for breast reconstruction, and may obvi-
ate the need for adjuvant radiotherapy.55 The patients also
become eligible for therapeutic options, such as PARP inhibi-
tors. Addressing the increasing burden of long-term and
chronic disease, including cancer, is one of the world’s great-
est public health challenges and is important for future
viability of health systems across the world.56 The Milken
Institute estimates that improving prevention can cut mil-
lions of cases of chronic disease and reduce treatment costs
by billions.57 The applicability of genomics to medicine is
growing and expanding. Moving toward unselected multi-
gene testing for patients with BC can provide a huge stimu-
lus for precision prevention.
Existing genetic counseling services operating through
high-risk cancer genetics clinics do not have the resources or
manpower to deliver unselected genetic testing for all pa-
tients with BC given the large numbers of patients who re-
ceive a diagnosis annually. Hence, newer context-specific de-
liverymodelswill beneeded for implementing this approach.
These models may require pretest counseling to be under-
taken by nongenetic health care professionals who will need
to be trained for this. This approach of mainstreaming ge-
netic counseling and testing has recently been successfully
implemented inOC treatmentpathways.58,59Oncologists, sur-
geons, and clinical nurse specialists have provided pretest
counseling and genetic testing,58,59 with genetic services fo-
cusing on posttest counseling and support for women carry-
ingpathogenic variants.A similar approach couldwork for pa-
tients with BC. Examples of other delivery options include a
genetics service–coordinated nurse-led model,60 a genetics-
embeddedmodel (genetics health care professional or coun-
selor embedded in the cancer clinic),61,62 and telephone
counseling40,63,64 or telegenetics services65 for genetic coun-
seling and testing.
Going forward, most health care professionals who
practice medicine will need an increased understanding of
genetics and ability to counsel patients about this topic.8,66
As the volume of testing rises, the number of mutations and
VUS being diagnosed along with the need for correct inter-
pretation and management will increase. Implementation
will need to be accompanied by a process of training and
education for relevant physicians and other health care pro-
fessionals involved in the care pathway so that they can
understand the implications for management, including that
of VUS. This process is critical to ensure best evidence–based
care67 and to avoid unintended or inappropriate manage-
ment, such as downstream predictive testing, screening, or
prevention in VUS cases.68 Updated guidelines need to
reflect the importance of appropriate management. Appro-
priate clinical decision support tools can facilitate this trans-
formation. Another potential bottleneck to address is labora-
tory infrastructure to manage increased sample throughput.
Although some health systems have adequate capacity, oth-
ers may lack this infrastructure. Future research needs to
evaluate the effects and downstream outcomes of various
context-specific genetic testing implementation and man-
agement pathways for patients with BC.
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Strengths and Limitations
Our study has several strengths. The model incorporates un-
selected BC data from large population-based studies, up-to-
date information fromtheGeneticsCancerPredictionThrough
Population Screening study,69 published literature, and pub-
lic databases such as those of theOffice for National Statistics
(United Kingdom),37,41 National Center for Health Statistics
(United States),38,42 and Cancer Research UK.26,36We use the
current standard of clinical care (approach based on clinical
criteria or FH) as the comparator and present analyses from
thepayer and societal perspectives.Our analysis followsNICE
recommendations: QALYs to measure health outcomes;
cost-effectiveness analysis for health economic evaluation,49
integration of utility scores, discounting costs and outcomes
(rate, 3.5%), sufficiently longhorizon (lifetime) touncover im-
portant differences in costs and outcomes, and extensive and
thorough 1-wayandprobabilistic sensitivity analyses that sup-
port robustness and accuracy of results (eFigure 1 in the
Supplement and Figure 2). We include a detriment for CHD
mortality.33 Our costs include genetic testing, VUS manage-
ment, pretest and posttest genetic counseling, HRT use, and
protection from osteoporosis.
Our study has limitations related to modeling assump-
tions.Ourbaselinemodel assumes that allwomenwithBCand
their unaffected relatives undergo genetic testing. Although
very high (≤98%), genetic testing rates are reported in unse-
lected genetic testing at OC diagnosis, and corresponding ge-
netic testinguptakedata inunselectedpatientswithBCarenot
well established. Our scenario analysis reconfirms cost-
effectiveness at lower (70%) uptake rates. Although our base
model incorporates reduction in BC riskwith premenopausal
oophorectomy in keepingwithmany initial analyses,13,30,31,70
recent uncertainty surrounds this.32 Our scenario analysis re-
confirms cost-effectiveness even without this benefit. Al-
thoughgenetic testingcostshavefallendrastically, somehealth
care providers charge higher prices than our base-case as-
sumption. Nevertheless, unselected BC testing would re-
main cost-effective even at £1626 to £1868 in theUnitedKing-
dom or $2432 to $2679 in the United States, which is many
times greater than costs charged by most health care provid-
ers today. Another limitation is that our model incorporates
data predominantly from white women, which can limit in-
terpretation of generalizability to nonwhite populations.
Although we have incorporated disutility for RRSO and
RRM,surgicalpreventionmighthaveassociatedcomplications
(RRSO, approximately 3%-4%71;RRM,approximately 21%)72,73
thatneedtobefactored intothe informedconsentanddecision-
making process. Although premenopausal RRSO is not associ-
atedwithworseninggeneral qualityof life, poorer sexual func-
tionisreported(despiteHRT).74,75Thisoutcomeiscompensated
byextremelyhighsatisfaction ratesand reduction inperceived
cancer riskand/orworrywithRRSO.74,76Risk-reducingmastec-
tomyisnegativelyassociatedwithsexualpleasureandbodyim-
age.Thesedisadvantagesmaybeoffsetby reducedanxiety, im-
provedsocialactivity,77goodcosmeticsatisfactionrates,78,79and
lack of negative impact on sexual activity/habit/discomfort,77
anxiety/depression,orgenericqualityof life.77,80,81Weconfirmed
that unselectedmultigene testing remains cost-effective at re-
cently reportedolderagesofRRMandRRSO.44Thesurgicalpre-
vention(RRMandRRSO)ratesusedarebasedonestablishedUK
andUSdata.43,82However, theseratescanvary,with lowerrates
reported in somepopulations.53Thoseascertained frompopu-
lationtestingmayhavelowerBCrisksandresult in loweruptake,
particularly in theabsenceofdeathdue toBCandheavycancer
burdeninthefamily.Ourscenarioanalysesshowthatunselected
testing remains cost-effective at lower RRSO andRRM rates.
Conclusions
This study’s findings suggest that unselectedmultigene test-
ing for BC susceptibility genesBRCA1/BRCA2/PALB2 can sub-
stantially reduce future BC and OC cases and related deaths
comparedwith the current clinical strategy. Our analysis sug-
gests that an unselected testing strategy is extremely cost-
effective for UK and US health systems and provides a basis
for change in current guidelines and policy to implement
this strategy.
ARTICLE INFORMATION
Accepted for Publication: June 19, 2019.
Published Online:October 3, 2019.
doi:10.1001/jamaoncol.2019.3323
Open Access: This is an open access article
distributed under the terms of the CC-BY License.
© 2019 Sun L et al. JAMA Oncology.
Author Affiliations:Department of Health Services
Research and Policy, London School of Hygiene &
Tropical Medicine, London, United Kingdom
(Sun, Patel, Miners, Sadique, Legood); Centre for
Experimental Cancer Medicine, Barts Cancer
Institute, QueenMary University of London,
London, United Kingdom (Sun, Patel, Manchanda);
Centre for Cancer Prevention, Wolfson Institute of
Preventive Medicine, QueenMary University of
London, London, United Kingdom (Brentnall, Duffy,
Cuzick, Manchanda); Kaiser Permanente
Washington Health Research Institute, Seattle,
Washington (Buist, Bowles); Genomic Medicine,
Manchester Academic Health Science Centre,
Manchester Universities Foundation Trust,
St Mary’s Hospital, The University of Manchester,
Manchester, United Kingdom (Evans); Cancer
Sciences Academic Unit, Faculty of Medicine and
Cancer Sciences, University of Southampton,
Southampton, United Kingdom (Eccles); Centre for
Epidemiology and Biostatistics, Melbourne School
of Population and Global Health, Faculty of
Medicine, Dentistry and Health Sciences, University
of Melbourne, Melbourne, Australia (Hopper, Li);
PrecisionMedicine, School of Clinical Sciences at
Monash Health, Monash University, Clayton,
Australia (Southey); Department of Clinical
Pathology, MelbourneMedical School, Melbourne
University, Melbourne, Australia (Southey); Cancer
Epidemiology Division, Cancer Council Victoria,
Victoria, Australia (Southey); Department of
Noncommunicable Disease Epidemiology, London
School of Hygiene & Tropical Medicine, London,
United Kingdom (dos Santos Silva); School of Public
Health, Peking University, Beijing, China (Yang);
Department of Gynaecological Oncology, Barts
Health National Health System Trust, Royal London
Hospital, London, United Kingdom (Manchanda);
MRC (Medical Research Counsel) Clinical Trials Unit
at UCL, Institute of Clinical Trials andMethodology,
Faculty of Population Health Sciences, University
College London, London, United Kingdom
(Manchanda).
Author Contributions:Drs Legood andManchanda
are joint last authors and overall guarantors of the
work. Drs Legood andManchanda had full access to
all the data in the study and take responsibility for
the integrity of the data and the accuracy of the
data analysis.
Concept and design: Sun, Patel, Evans, Hopper,
dos Santos Silva, Sadique, Legood, Manchanda.
Acquisition, analysis, or interpretation of data: Sun,
Brentnall, Buist, Bowles, Evans, Eccles, Hopper, Li,
Southey, Duffy, Cuzick, dos Santos Silva, Miners,
Sadique, Yang, Legood, Manchanda.
Research Original Investigation Cost-effectiveness of Multigene Testing for All Patients With Breast Cancer
E10 JAMAOncology Published online October 3, 2019 (Reprinted) jamaoncology.com
Downloaded From: https://jamanetwork.com/ by a London Sch of Hygiene & Tropical Medicine User  on 10/10/2019
Drafting of the manuscript: Sun, Patel, Evans,
Legood, Manchanda.
Critical revision of the manuscript for important
intellectual content: Sun, Brentnall, Buist, Bowles,
Evans, Eccles, Hopper, Li, Southey, Duffy, Cuzick,
dos Santos Silva, Miners, Sadique, Yang, Legood,
Manchanda.
Statistical analysis: Sun, Brentnall, Evans, Li, Duffy,
Cuzick, Sadique, Legood, Manchanda.
Obtained funding: Buist, Bowles, Hopper, Southey.
Administrative, technical, or material support: Sun,
Buist, Bowles, Evans, Eccles, Hopper, Li, Southey,
Miners, Manchanda.
Supervision:Hopper, Southey, Legood, Manchanda.
Conflict of Interest Disclosures:Dr Buist reported
receiving grants from the National Cancer Institute
(NCI) during the conduct of the study. Dr Bowles
reported receiving grants from the NCI during the
conduct of the study. Dr Evans reported receiving
personal fees from AstraZeneca during the conduct
of the study and grant IS-BRC-1215-20007 from the
Manchester National Institute for Healath Research
Biomedical Research Centre during the study.
Dr Eccles reported receiving grants from Cancer
Research UK during the conduct of the study.
Dr Yang reported receiving grants from the National
Foundation of Science during the conduct of the
study. Dr Manchanda reported receiving grants
from The Eve Appeal, Cancer Research UK, Barts
Charity, and Rose Trees Trust outside the submitted
work and honoraria for grant review from the Israel
National Institute for Health Policy Research and for
advisory boardmeetings fromMerck Sharp &
Dohme and AstraZeneca. No other disclosures were
reported.
Funding/Support: This study was supported by
Research Specialist Award R50CA211115 from the
NCI (Dr Bowles); grants HHSN261201100031C and
P01CA154292 from the NCI-funded Breast Cancer
Surveillance Consortium (Dr Buist); in part by
contracts N01 CN 005230, N01 CN 67009, N01 PC
35142, HHSN261201000029C, and
HHSN261201300012I from the Surveillance,
Epidemiology and End Results Program of the NCI,
the Fred Hutchinson Cancer Research Center, and
the State of Washington (the Cancer Surveillance
System of the Fred Hutchinson Cancer Research
Center); a National Health Service Innovation
Accelerator Fellowship (Dr Manchanda); grant
C569/A16891 from Cancer Research UK (Drs Cuzick
and Brentnall); grant C16420/A18066 from Cancer
Research UK (researchers at Barts Cancer Institute
Cancer Research UK Centre for Excellence, Queen
Mary University of London); andManchester NIHR
Biomedical Research Centre (IS-BRC-1215-20007)
(Dr Evans).
Role of the Funder/Sponsor: The sponsors had no
role in the design and conduct of the study;
collection, management, analysis, and
interpretation of the data; preparation, review, or
approval of themanuscript; and decision to submit
themanuscript for publication.
Additional Contributions: Caroline Presho
provided patient public involvement (PPI) support
and advice for the research, for which she was not
compensated. BRCA Umbrella and the Eve Appeal
provided PPI support.
REFERENCES
1. National Institute for Health and Care Excellence.
Familial breast cancer: classification, care and
managing breast cancer and related risks in people
with a family history of breast cancer.
https://www.nice.org.uk/Guidance/CG164.
Published June 2013. AccessedMarch 1, 2018.
2. NCCN. NCCN clinical practice guidelines in
oncology: genetic/familial high-risk assessment:
breast and ovarian. Version 1.2018.
https://www2.tri-kobe.org/nccn/guideline/
gynecological/english/genetic_familial.pdf.
Published October 3, 2017. AccessedMay 2, 2019.
3. Møller P, Hagen AI, Apold J, et al. Genetic
epidemiology of BRCAmutations—family history
detects less than 50% of themutation carriers. Eur
J Cancer. 2007;43(11):1713-1717. doi:10.1016/j.ejca.
2007.04.023
4. Beitsch PD,Whitworth PW, Hughes K, et al.
Underdiagnosis of hereditary breast cancer: are
genetic testing guidelines a tool or an obstacle?
J Clin Oncol. 2019;37(6):453-460. doi:10.1200/JCO.
18.01631
5. Norum J, Grindedal EM, Heramb C, et al. BRCA
mutation carrier detection: a model-based
cost-effectiveness analysis comparing the
traditional family history approach and the testing
of all patients with breast cancer. ESMOOpen.
2018;3(3):e000328. doi:10.1136/esmoopen-2018-
000328
6. Childers CP, Childers KK, Maggard Gibbons M,
Macinko J. National estimates of genetic testing in
womenwith a history of breast or ovarian cancer.
J Clin Oncol. 2017;35(34):3800-3806. doi:10.1200/
JCO.2017.73.6314
7. Manchanda R, Blyuss O, Gaba F, et al. Current
detection rates and time to detection of all
identifiable BRCA carriers in the Greater London
population. J Med Genet. 2018;55(8):538-545.
doi:10.1136/jmedgenet-2017-105195
8. Hughes KS. Genetic testing: what problem are
we trying to solve? J Clin Oncol. 2017;35(34):3789-
3791. doi:10.1200/JCO.2017.74.7899
9. Moore K, Colombo N, Scambia G, et al.
Maintenance olaparib in patients with newly
diagnosed advanced ovarian cancer.N Engl J Med.
2018;379(26):2495-2505. doi:10.1056/
NEJMoa1810858
10. Kuchenbaecker KB, Hopper JL, Barnes DR,
et al; BRCA1 and BRCA2 Cohort Consortium. Risks of
breast, ovarian, and contralateral breast cancer for
BRCA1 and BRCA2 mutation carriers. JAMA. 2017;
317(23):2402-2416. doi:10.1001/jama.2017.7112
11. Antoniou AC, Casadei S, Heikkinen T, et al.
Breast cancer risk in families with mutations in
PALB2. N Engl J Med. 2014;371(6):497-506. doi:10.
1056/NEJMoa1400382
12. Finch A, Beiner M, Lubinski J, et al; Hereditary
Ovarian Cancer Clinical Study Group.
Salpingo-oophorectomy and the risk of ovarian,
fallopian tube, and peritoneal cancers in women
with a BRCA1 or BRCA2mutation. JAMA. 2006;296
(2):185-192. doi:10.1001/jama.296.2.185
13. Rebbeck TR, Kauff ND, Domchek SM.
Meta-analysis of risk reduction estimates
associated with risk-reducing salpingo-
oophorectomy in BRCA1 or BRCA2mutation
carriers. J Natl Cancer Inst. 2009;101(2):80-87.
doi:10.1093/jnci/djn442
14. Passaperuma K, Warner E, Causer PA, et al.
Long-term results of screening with magnetic
resonance imaging in womenwith BRCAmutations.
Br J Cancer. 2012;107(1):24-30. doi:10.1038/bjc.
2012.204
15. LeachMO, Boggis CR, Dixon AK, et al; MARIBS
Study Group. Screening with magnetic resonance
imaging andmammography of a UK population at
high familial risk of breast cancer: a prospective
multicentre cohort study (MARIBS). Lancet. 2005;
365(9473):1769-1778. doi:10.1016/S0140-6736(05)
66481-1
16. Rebbeck TR, Friebel T, Lynch HT, et al. Bilateral
prophylactic mastectomy reduces breast cancer
risk in BRCA1 and BRCA2mutation carriers: the
PROSE Study Group. J Clin Oncol. 2004;22(6):
1055-1062. doi:10.1200/JCO.2004.04.188
17. Cuzick J, Sestak I, Bonanni B, et al; SERM
Chemoprevention of Breast Cancer Overview
Group. Selective oestrogen receptor modulators in
prevention of breast cancer: an updatedmeta
analysis of individual participant data. Lancet. 2013;
381(9880):1827-1834. doi:10.1016/S0140-6736(13)
60140-3
18. Haddow J, Palomaki G. ACCE: a model process
for evaluating data on emerging genetic tests. In:
Khoury M, Little J, BurkeW, eds.Human Genome
Epidemiology: A Scientific Foundation for Using
Genetic Information to Improve Health and Prevent
Disease. New York, NY: Oxford University Press;
2003:217-233.
19. Easton DF, Pharoah PD, Antoniou AC, et al.
Gene panel sequencing and the prediction of breast
cancer risk. N Engl J Med. 2015;372(23):2243-2257.
doi:10.1056/NEJMsr1501341
20. Evans DG, Ingham S, Dawe S, et al. Breast
cancer risk assessment in 8824women attending
a family history evaluation and screening
programme. Fam Cancer. 2014;13(2):189-196.
doi:10.1007/s10689-013-9694-z
21. Copson ER, Maishman TC, TapperWJ, et al.
Germline BRCAmutation and outcome in
young-onset breast cancer (POSH): a prospective
cohort study. Lancet Oncol. 2018;19(2):169-180.
doi:10.1016/S1470-2045(17)30891-4
22. Brentnall AR, Cuzick J, Buist DSM, Bowles EJA.
Long-term accuracy of breast cancer risk
assessment combining classic risk factors and
breast density. JAMA Oncol. 2018;4(9):e180174.
doi:10.1001/jamaoncol.2018.0174
23. Hopper JL, Chenevix Trench G, Jolley DJ, et al.
Design and analysis issues in a population-based,
case-control family study of the genetic
epidemiology of breast cancer and the Co-operative
Family Registry for Breast Cancer Studies (CFRBCS).
J Natl Cancer Inst Monogr. 1999;(26):95-100.
doi:10.1093/oxfordjournals.jncimonographs.
a024232
24. Mazzola E, Blackford A, Parmigiani G, Biswas S.
Recent enhancements to the genetic risk prediction
model BRCAPRO. Cancer Inform. 2015;14(suppl 2):
147-157. doi:10.4137/CIN.S17292
25. Antoniou AC, Cunningham AP, Peto J, et al.
The BOADICEAmodel of genetic susceptibility to
breast and ovarian cancers: updates and extensions
[published correction appears in Br J Cancer.
2008;98(12):2015]. Br J Cancer. 2008;98(8):1457-
1466. doi:10.1038/sj.bjc.6604305
26. Cancer Research UK. Breast cancer incidence
(invasive) statistics. https://
www.cancerresearchuk.org/health-professional/
cancer-statistics/statistics-by-cancer-type/breast-
Cost-effectiveness of Multigene Testing for All Patients With Breast Cancer Original Investigation Research
jamaoncology.com (Reprinted) JAMAOncology Published online October 3, 2019 E11
Downloaded From: https://jamanetwork.com/ by a London Sch of Hygiene & Tropical Medicine User  on 10/10/2019
cancer/incidence-invasive. Published 2015.
AccessedMarch 14, 2018.
27. Centers for Disease Control and Prevention.
United States cancer statistics: data visualizations.
https://gis.cdc.gov/Cancer/USCS/DataViz.html.
Published 2015. Accessed November 19, 2018.
28. vanMarcke C, Collard A, Vikkula M, Duhoux FP.
Prevalence of pathogenic variants and variants of
unknown significance in patients at high risk of
breast cancer: a systematic review and
meta-analysis of gene panel data. Crit Rev Oncol
Hematol. 2018;132:138-144. doi:10.1016/j.critrevonc.
2018.09.009
29. Mersch J, Brown N, PirzadehMiller S, et al.
Prevalence of variant reclassification following
hereditary cancer genetic testing. JAMA. 2018;320
(12):1266-1274. doi:10.1001/jama.2018.13152
30. Chai X, Domchek S, Kauff N, Rebbeck T, Chen J.
RE: breast cancer risk after salpingo-oophorectomy
in healthy BRCA1/2mutation carriers: revisiting the
evidence for risk reduction. J Natl Cancer Inst. 2015;
107(9):djv217. doi:10.1093/jnci/djv217
31. Domchek SM, Friebel TM, Singer CF, et al.
Association of risk-reducing surgery in BRCA1 or
BRCA2mutation carriers with cancer risk and
mortality. JAMA. 2010;304(9):967-975. doi:10.
1001/jama.2010.1237
32. Heemskerk Gerritsen BA, Seynaeve C,
van Asperen CJ, et al; Hereditary Breast and
Ovarian Cancer Research Group Netherlands.
Breast cancer risk after salpingo-oophorectomy in
healthy BRCA1/2mutation carriers: revisiting the
evidence for risk reduction. J Natl Cancer Inst. 2015;
107(5):djv033. doi:10.1093/jnci/djv033
33. Parker WH, Feskanich D, Broder MS, et al.
Long-termmortality associated with oophorectomy
compared with ovarian conservation in the Nurses’
Health Study.Obstet Gynecol. 2013;121(4):709-716.
doi:10.1097/AOG.0b013e3182864350
34. Rivera CM, Grossardt BR, Rhodes DJ, et al.
Increased cardiovascular mortality after early
bilateral oophorectomy.Menopause. 2009;16(1):15-
23. doi:10.1097/gme.0b013e31818888f7
35. National Institute of Health and Clinical
Excellence. Guide to the Methods of Technology
Appraisal. London, UK: National Institute for Health
and Care Excellence; 2013.
36. Cancer Research UK. Ovarian cancer incidence
statistics. https://www.cancerresearchuk.org/
health-professional/cancer-statistics/statistics-by-
cancer-type/ovarian-cancer/incidence. Published
2015. AccessedMarch 14, 2018.
37. Office for National Statistics. Cohort fertility:
England andWales. https://www.ons.gov.uk/
peoplepopulationandcommunity/
birthsdeathsandmarriages/
conceptionandfertilityrates/datasets/
cohortfertilityenglandandwales. Published
December 5, 2013. AccessedMarch 20, 2018.
38. National Center for Health Statistics. Cohort
fertility tables. https://www.cdc.gov/nchs/nvss/
cohort_fertility_tables.htm. Reviewed November 16,
2015. Accessed November 20, 2018.
39. Manchanda R, Burnell M, Loggenberg K, et al.
Cluster randomised non-inferiority trial comparing
DVD-assisted and traditional genetic counselling in
systematic population testing for BRCA1/2
mutations. J Med Genet. 2016;53(7):472-480.
doi:10.1136/jmedgenet-2015-103740
40. Schwartz MD, Valdimarsdottir HB, Peshkin BN,
et al. Randomized noninferiority trial of telephone
versus in person genetic counseling for hereditary
breast and ovarian cancer. J Clin Oncol. 2014;32(7):
618-626. doi:10.1200/JCO.2013.51.3226
41. Office for National Statistics. Lifetable for
females in the UK. 2011; Office for National
Statistics licensed under the Open Government
Licence v.1.0. https://www.ons.gov.uk/
peoplepopulationandcommunity/
birthsdeathsandmarriages/lifeexpectancies/
datasets/
nationallifetablesunitedkingdomreferencetables.
Published June 1, 2012. AccessedMarch 1, 2018.
42. Arias E, HeronM, Xu J. United States life tables,
2014. Natl Vital Stat Rep. 2017;66(4):1-64.
43. Evans DG, Lalloo F, Ashcroft L, et al. Uptake of
risk reducing surgery in unaffected women at high
risk of breast and ovarian cancer is risk, age, and
time dependent. Cancer Epidemiol Biomarkers Prev.
2009;18(8):2318-2324. doi:10.1158/1055-9965.EPI-
09-0171
44. Metcalfe K, Eisen A, Senter L, et al; Hereditary
Breast Cancer Clinical Study Group. International
trends in the uptake of cancer risk reduction
strategies in womenwith a BRCA1 or BRCA2
mutation. Br J Cancer. 2019;121(1):15-21. doi:10.
1038/s41416-019-0446-1
45. Hammerschmidt T, Goertz A, Wagenpfeil S,
Neiss A, Wutzler P, Banz K. Validation of health
economic models: the example of EVITA. Value
Health. 2003;6(5):551-559. doi:10.1046/j.1524-4733.
2003.65241.x
46. National Institute for Health and Care
Excellence. Social value judgements: principles for
the development of NICE guidance. 2nd ed.
https://www.ncbi.nlm.nih.gov/books/NBK395865/.
Published 2008. Accessed January 1, 2018.
47. Ubel PA, Hirth RA, ChernewME, Fendrick AM.
What is the price of life and why doesn’t it increase
at the rate of inflation? Arch Intern Med. 2003;163
(14):1637-1641. doi:10.1001/archinte.163.14.1637
48. Neumann PJ, Cohen JT, Weinstein MC.
Updating cost-effectiveness: the curious resilience
of the $50,000 per QALY threshold.N Engl J Med.
2014;371(9):796-797. doi:10.1056/NEJMp1405158
49. National Institute for Health and Care
Excellence. Guide to the Methods of Technology
Appraisal. London, UK: National Institute for Health
and Clinical Excellence (NICE); 2013.
50. Briggs A. Probabilistic analysis of
cost-effectiveness models: statistical
representation of parameter uncertainty. Value
Health. 2005;8(1):1-2. doi:10.1111/j.1524-4733.2005.
08101.x
51. Tung N, Battelli C, Allen B, et al. Frequency of
mutations in individuals with breast cancer referred
for BRCA1 and BRCA2 testing using next-generation
sequencing with a 25-gene panel. Cancer. 2015;121
(1):25-33. doi:10.1002/cncr.29010
52. Lerner Ellis J, Khalouei S, Sopik V, Narod SA.
Genetic risk assessment and prevention: the role of
genetic testing panels in breast cancer. Expert Rev
Anticancer Ther. 2015;15(11):1315-1326. doi:10.1586/
14737140.2015.1090879
53. Metcalfe KA, Birenbaum Carmeli D, Lubinski J,
et al; Hereditary Breast Cancer Clinical Study Group.
International variation in rates of uptake of
preventive options in BRCA1 and BRCA2mutation
carriers. Int J Cancer. 2008;122(9):2017-2022.
doi:10.1002/ijc.23340
54. Tuffaha HW,Mitchell A, Ward RL, et al.
Cost-effectiveness analysis of germ-line BRCA
testing in womenwith breast cancer and cascade
testing in family members of mutation carriers.
Genet Med. 2018;20(9):985-994. doi:10.1038/gim.
2017.231
55. Francken AB, Schouten PC, Bleiker EM, Linn SC,
Rutgers EJ. Breast cancer in women at high risk: the
role of rapid genetic testing for BRCA1 and -2
mutations and the consequences for treatment
strategies. Breast. 2013;22(5):561-568. doi:10.1016/
j.breast.2013.07.045
56. Department of Health Long Term Conditions
Team. Long Term Conditions Compendium of
Information. 3rd ed. Leeds, UK: Department of
Health. https://www.gov.uk/government/uploads/
system/uploads/attachment_data/file/216528/dh_
134486.pdf. Published 2012. Accessed December
3, 2018.
57. Milken Institute. Checkup Time: Chronic Disease
andWellness in America. Santa Monica, CA, and
Washington, DC: Milken Institute; 2014.
58. George A, Riddell D, Seal S, et al. Implementing
rapid, robust, cost-effective, patient-centred,
routine genetic testing in ovarian cancer patients.
Sci Rep. 2016;6:29506. doi:10.1038/srep29506
59. Bednar EM, Oakley HD, Sun CC, et al.
A universal genetic testing initiative for patients
with high-grade, non-mucinous epithelial ovarian
cancer and the implications for cancer treatment.
Gynecol Oncol. 2017;146(2):399-404. doi:10.1016/j.
ygyno.2017.05.037
60. Plaskocinska I, Shipman H, Drummond J, et al.
New paradigms for BRCA1/BRCA2 testing in women
with ovarian cancer: results of the Genetic Testing
in Epithelial Ovarian Cancer (GTEOC) study. J Med
Genet. 2016;53(10):655-661. doi:10.1136/jmedgenet-
2016-103902
61. Senter L, O’Malley DM, Backes FJ, et al. Genetic
consultation embedded in a gynecologic oncology
clinic improves compliance with guideline-based
care. Gynecol Oncol. 2017;147(1):110-114. doi:10.
1016/j.ygyno.2017.07.141
62. Pederson HJ, Hussain N, Noss R, et al. Impact
of an embedded genetic counselor on breast cancer
treatment. Breast Cancer Res Treat. 2018;169(1):
43-46. doi:10.1007/s10549-017-4643-4
63. Kinney AY, Butler KM, Schwartz MD, et al.
Expanding access to BRCA1/2 genetic counseling
with telephone delivery: a cluster-randomized trial.
J Natl Cancer Inst. 2014;106(12):dju328. doi:10.
1093/jnci/dju328
64. Kinney AY, Steffen LE, Brumbach BH, et al.
Randomized noninferiority trial of telephone
delivery of BRCA1/2 genetic counseling compared
with in person counseling: 1-year follow-up. J Clin
Oncol. 2016;34(24):2914-2924. doi:10.1200/JCO.
2015.65.9557
65. Solomons NM, Lamb AE, Lucas FL, McDonald
EF, Miesfeldt S. Examination of the patient-focused
impact of cancer telegenetics among a rural
population: comparison with traditional in-person
services. Telemed J E Health. 2018;24(2):130-138.
doi:10.1089/tmj.2017.0073
66. Manchanda R, Gaba F. Population-based
testing for primary prevention: a systematic review.
Research Original Investigation Cost-effectiveness of Multigene Testing for All Patients With Breast Cancer
E12 JAMAOncology Published online October 3, 2019 (Reprinted) jamaoncology.com
Downloaded From: https://jamanetwork.com/ by a London Sch of Hygiene & Tropical Medicine User  on 10/10/2019
Cancers (Basel). 2018;10(11):E424. doi:10.3390/
cancers10110424
67. Plon SE, Eccles DM, Easton D, et al; IARC
Unclassified Genetic Variants Working Group.
Sequence variant classification and reporting:
recommendations for improving the interpretation
of cancer susceptibility genetic test results. Hum
Mutat. 2008;29(11):1282-1291. doi:10.1002/humu.
20880
68. Kurian AW, Li Y, Hamilton AS, et al. Gaps in
incorporating germline genetic testing into
treatment decision-making for early-stage breast
cancer. J Clin Oncol. 2017;35(20):2232-2239. doi:10.
1200/JCO.2016.71.6480
69. Manchanda R, Loggenberg K, Sanderson S,
et al. Population testing for cancer predisposing
BRCA1/BRCA2mutations in the Ashkenazi Jewish
community: a randomized controlled trial. J Natl
Cancer Inst. 2014;107(1):379. doi:10.1093/jnci/dju379
70. Parker WH, Broder MS, Chang E, et al. Ovarian
conservation at the time of hysterectomy and
long-term health outcomes in the Nurses’ Health
Study.Obstet Gynecol. 2009;113(5):1027-1037.
doi:10.1097/AOG.0b013e3181a11c64
71. Manchanda R, Abdelraheim A, JohnsonM, et al.
Outcome of risk reducing salpingo-oophorectomy
in BRCA carriers and women of unknownmutation
status. BJOG. 2011;118(7):814-824. doi:10.1111/j.1471-
0528.2011.02920.x
72. Nelson HD, Pappas M, Zakher B, Mitchell JP,
Okinaka Hu L, Fu R. Risk assessment, genetic
counseling, and genetic testing for BRCA-related
cancer in women: a systematic review to update
the US Preventive Services Task Force
recommendation. Ann Intern Med. 2014;160(4):
255-266. doi:10.7326/M13-1684
73. Contant CM, Menke Pluijmers MB, Seynaeve C,
et al. Clinical experience of prophylactic
mastectomy followed by immediate breast
reconstruction in women at hereditary risk of
breast cancer (HB(O)C) or a proven BRCA1 and
BRCA2 germ-line mutation. Eur J Surg Oncol. 2002;
28(6):627-632. doi:10.1053/ejso.2002.1279
74. Finch A, Metcalfe KA, Chiang JK, et al.
The impact of prophylactic salpingo-oophorectomy
onmenopausal symptoms and sexual function in
womenwho carry a BRCAmutation. Gynecol Oncol.
2011;121(1):163-168. doi:10.1016/j.ygyno.2010.12.326
75. RobsonM, Hensley M, Barakat R, et al. Quality
of life in women at risk for ovarian cancer who have
undergone risk-reducing oophorectomy. Gynecol
Oncol. 2003;89(2):281-287. doi:10.1016/S0090-
8258(03)00072-6
76. Madalinska JB, Hollenstein J, Bleiker E, et al.
Quality of life effects of prophylactic
salpingo-oophorectomy versus gynecologic
screening among women at increased risk of
hereditary ovarian cancer. J Clin Oncol. 2005;23
(28):6890-6898. doi:10.1200/JCO.2005.02.626
77. Brandberg Y, Sandelin K, Erikson S, et al.
Psychological reactions, quality of life, and body
image after bilateral prophylactic mastectomy in
women at high risk for breast cancer: a prospective
1-year follow-up study. J Clin Oncol. 2008;26(24):
3943-3949. doi:10.1200/JCO.2007.13.9568
78. Brandberg Y, Arver B, Johansson H,Wickman
M, Sandelin K, Liljegren A. Less correspondence
between expectations before and cosmetic results
after risk-reducingmastectomy in womenwho are
mutation carriers: a prospective study. Eur J Surg
Oncol. 2012;38(1):38-43. doi:10.1016/j.ejso.2011.10.
010
79. Wasteson E, Sandelin K, Brandberg Y,
WickmanM, Arver B. High satisfaction rate ten
years after bilateral prophylactic mastectomy:
a longitudinal study. Eur J Cancer Care (Engl).
2011;20(4):508-513. doi:10.1111/j.1365-2354.2010.
01204.x
80. Isern AE, Tengrup I, Loman N, Olsson H,
Ringberg A. Aesthetic outcome, patient
satisfaction, and health-related quality of life in
women at high risk undergoing prophylactic
mastectomy and immediate breast reconstruction.
J Plast Reconstr Aesthet Surg. 2008;61(10):1177-1187.
doi:10.1016/j.bjps.2007.08.006
81. Nelson HD, Fu R, Goddard K, et al. Risk
Assessment, Genetic Counseling, and Genetic
Testing for BRCA-Related Cancer: Systematic Review
to Update the US Preventive Services Task Force
Recommendation. Rockville, MD: Agency for
Healthcare Research and Quality; 2013.
82. Manchanda R, Burnell M, Abdelraheim A, et al.
Factors influencing uptake and timing of
risk-reducing salpingo-oophorectomy in women at
risk of familial ovarian cancer: a competing risk time
to event analysis. BJOG. 2012;119(5):527-536.
doi:10.1111/j.1471-0528.2011.03257.x
Cost-effectiveness of Multigene Testing for All Patients With Breast Cancer Original Investigation Research
jamaoncology.com (Reprinted) JAMAOncology Published online October 3, 2019 E13
Downloaded From: https://jamanetwork.com/ by a London Sch of Hygiene & Tropical Medicine User  on 10/10/2019
